PCT 



i r * s ji 




(51) SB*m#IS6 

A61K 31/525, C07D 475/14 



Al 



(11) BNUMMMI- 
(43) SRgtM B 



W697/36594 

1997*? 10/3 9 0(09. 10.97) 



(21) SKSfctiJIi*^ 

(22) astasia 

(30) tf$fct§:r-* 
#M¥9/9I3S2 



PCT/JP97/01079 
1997^3/! 28 (28.03.97) 



1996^4^ 1 0 (01.04.96) JP 
I997*F3J? 27 0 (27.03.97) JP 



(71) mm\ mmzi&K-r^xnigmmiz^x) 

«SS£tfc(EISAI CO., LTD.)[JP/JP] 
T112 ^S5^:^CE/J^;f|4T@6SlO#- Tokyo, (JP) 

(72) ; &£Xfi 

(75) 350J#/ttHBA (^Ii:ov^toW 

(ARAKI, Seiichi)[JP/JP] 
T300 %i&)&±ffiffi%. m\ 126-9 Ibaraki, (JP) 

»(SUZUKI, Mamoru)[JP/JP] 
T305 ^«!lo < tf?tT#ft 1-30-2 Ibaraki. (JP) 
2ti22 0l!$2(WATANABE, Naoaki)[JP/JP] 
T305 ^lo< tfffi'MWU7-27 Ibaraki, (JP) 
(74) ftJSA 

#S± £5* Afl5, *(TAKAGI. Rokuro ct al.) 

TI05 3it£S^Ee5£rJffilTB18#6^ M^tf/W Tokyo, (JP) 



(81) CA, US, RMWnF (AT, BE, CH, DE, DK, ES 

FI, FR, GB, GR, IE, rr, LU, MC. NL, PT, SE). 



o 

o 

Ui 
_J 

CD 



(54)Title: VITAMIN B t -CONTAINING MEDICINES 



180 
180 
140 



ST 80 

Eh 

a. so 





mm. 




SmaAg 




20mgAg 




b .. 



«0 120 ISO Z40 300 



o •« 



380 



» (mHq) 
axt»r •ndotoicin injection 
Cnln) 

b8for» Injootion 
Control 



(57) Abstract 

flavin Ion!Tn^° C ^ PWe !lf C « °' ^ to ! nin * vitamin B * > wh <«in *c vitamin B, is riboflavin, sodium riboflavin phosphate, 

flavin mononucleotide, and/or flavin adenine dinuclcotidc. F ^ 




(5 7) mm 



c: tc tr 9 x > b 3 a . »j # 7 9 tr > x u > & u a* ^ 5 tr > h u ^ 



A L T/W<=i7 

AM 7^a7 

AT *-XMT 

AU *-xf.997 

a z r*/w<-f 

BA *X=T • rf 

B B ^<A"< KX 

BE 

B F y^T- • 7 r V 

BG 7*>#V7 
BJ 

BR T^SM* 

BY ^<7^-> 
CA 

CF **T79***JB 

CG 3>=/~ 

CH x<< x 

CI 3- V • if*T-A> 
CM 

CN «f»B 

CU 

C2 7-*ya**B 

DE K-<y 

DK 

EE i^U7 



ES X^-O 
F 1 

F K 77^X 

G A *f*> 

gb *s . 

GE 7*'ST 
GH 

GM #>\:t 

ON 4*~T 

GR XVi"* 

HU ^vtfn- 

ID * > Y**sT 

IE T*^9>K 

I L 0?x/v 

IS 7-fX?>K 

IT <<*!>T 

J V B* 

KE *~T 

KG *A>*X*> 

K2 #if7x*> 
LC 

Ll VtT>y^94> 

LK x!)9>* 



LR 




SG 




LS 




S 1 




LT 


y Y7-T 


SK 




LU 




S L 




LV 




3N 


MC 


*-7-3 


S 2 




MD 


K7>**B 


TD 




MG 




TG 




MK 




T j 
TM 


A-*9 > 


ML 


TR 




MN 




TT 




MR 




UA 


7^9-T7" 


MW 


^?7<< 


UG 




MX 




US 


S3 1 " 


NE 




UZ 




NL 




VN 


?4 x h T* 


NO 


//V7*~ 


YU 


a-^^^7 

i?^7*V. 


HZ 




ZW 


PL 


*-7>K 




PT 








RO 


A' — 






RU 








SD 








SE 









WO 97/36594 PCT/JP97/01079 



w m m 

h * -> > 3 v * ^ g^s* ^pfj m ■? z> o 

(PUNK 77h*>7f^>i!5i^tf K(PAD) <Z>Jfc-T#:&L, 7 
3 (ftllS¥ 5 - 2 0 1 8 6 4-^^^[) „ 



20 



) 

WO 97/36594 PCT/JP97/01079 

2 



•> >) ^I4t5/7 A Pittas £ oTiEC * •> 3 y 

D 1 C (Disseminated Intravascular Coagu lat ion» fit 3 1£ Ifil W 1*3 

#B8BB 6 0 - l 5 8 l 7 2 -«f £$8. ^^BB 61-293954 
$8. ftBBBB 60-243047 ftBHsp 2-131467* 

15 ^i^iLtr^^^Tl^o 

LA: HKff»ttfa£«jK*a&*-*-* 

20 3fca6£tlTO*o 
36 IB© US* 

JC^-T^^tc J: «3figS£fl?zfc-C£ SCi £Ji^tiJ L#5£HJJ£S£fifc L 
25 Aio 

t** $ >b 2 ££w-t<5 h + 3 y r^mmmmT' 




WO 97/36594 PCT/JP97/01079 



% W & n m -t * fz #> <d & & © m m 

t* > * h U * A , 7 7 ^€;?Htf F (FMN) * /c tt'7 7 f > 
T t-*- > * ? * K (PAD) T*S„ *£BJJtc fc u r t" ^ $ >B* 
5 «t$4ttt, #fi 1 k g 0. lmg ^-ilOOmg T'**K L 

< (i0.5mg 7^£50mgT& *K «k *5 Sf * L < fcUmg > £25mgT£> £ » 

<*& □ X « M £> t> fe^.-c £ -6 o 
10 \£9 I >B 2 (i> &-^K«fc£i©$JJ*Ete^£ftTfcb-f\ ^^(c^^; 

5o L^LT % b*^ i >B S ©7^, l )#7?e>& 

tammt? Sictt, y #77 t*>7><7kKM&&T ! *S A:a6 N ^l=»?- 

r m m m t -r z> & m a< * * . 

>*-af*>l % >f >*-a><*> 6 RtfflIj|5ig*EH^(TNF) 
t'fi<&miz1&tii£ti, is 3 ?$EKM-S t $ntl»5, h * -> > & 
^Kg££ft*lfo»*©jSPJttffi£^H^g£ {;tx tf-^ 5 >B 2 

^-T> (cytokine> flB fl& Profit 18 <Z>fc it g <D {t^&jg > 

25 *<mmizi&mztiz,<DZwim-fz> z. i*<7F^$ns 0 



15 



20 



WO 97/36594 



4 



PCT/JP97/01079 



m 2 at'? i >Bt»-^ic«k z m it* -7iu-e* 

S o 

04 lit'^ = ^B 2 tft-^<c «fc *¥^OTI&Mff cD^^k^^-T ^7 713 
5 -C£>So 

mT{c*|gB^^^^Si> K K 4- •> > •> a -y * ^B&teJK&J&O'i 

nmm i 

LT«SLC:ICR tttt t V X I* tz 0 x>Kh + v>iL 

^11 Bsherichia co ! iIflirgU0127-B8 U # # U * * 

15 K (•> /7)tS! : £ITLPS tft-f) attffl^S^^ 

ji* -tc«fc lt 5 w/v %<D®.mm*mtz (jsiT*K**t 

20 t ^ xtci > K h + y 5 0 mg/kg ©&g£#«¥4X tt^Itt 

*4<Z>t£^ifi 2 4 i$r£iRa&^tmmmviz&£*'&K*ti*:ti®mi*i 

Lfco 

25 




WO 97/36594 PCT/JP97/01079 

5 



m i 





Iit*4&#l$P B 1 (hr) 




**JH (£9ft&* 0.2ml) 


-24. 0. 3. 6. 24 


2/10(20) 


t** $ > B 2 1. 25mg/kg 


-24. 0. 3. 6. 24 


4/10(40) 


t*^ S > B 2 2. 5mg/kg 


-24. 0. 3. 6. 24 


6/10(60) 


f * X > B 2 5mg/kg 


-24. 0. 3. 6. 24 


7/10(70)* 


\£9 Z > B 2 lOmg/kg 


-24. 0. 3. 6. 24 


7/10(70)* 


t*^ $ > B 2 20mg/kg 


-24. 0. 3. 6. 24 


9/10(90)** 


* : P<0. 05 
**: P<0. 01 

& 2 




AH (hr) 


Siftm (%) 


c^a^^7K o. 2mn 


-24. 6 


2/10(20) 


t*^ i > B 2 0. 5mg/kg 
t*^ $ > B 2 5mg/kg 
B 2 50mg/kg 


-24 
-24 
-24 


4/10(40) 
4/10(40) 
6/10(60) 


t* ^ i > B 2 0. 5mg/kg 
t*^ = > B 2 5mg/kg 
i > B 2 50mg/kg 


6 
6 
6 


5/10(50) 
6/10(60) 
7/10(70)* 


fcf* J > B 2 0. 5mg/kg 
t*^ ^ > B 2 5mg/kg 
t'* $ > B 2 50mg/kg 


-24. 6 
-24. 6 
-24. 6 


5/10(50) 
7/10(70)* ! 
8/10(80)** 



* : P<0. 05 
**: P<0. 01 



} 



WO 97/36594 PCT/JP97/01079 

6 



$1 «k<9x *t3S*4©1.25. 2. 5, 5, 10. 20n>g/kg<D£f£i?-fi£LPS 

ts:-^ 2 4 mmm. mn. 3b#ku 6^nso' 2 A®fr%'&\z&5--? %> 

^t*not!i4I()4#$0±S4^Lfc, 4$tw S 5. 10R U f 20mg/kg 
*/c. ^ 2 <fc *K *1**4©0. 5, 5. 50mg/kg © LPS 

424 ^fP^Mxti 6 &fffi'<kiz&5.-fz t , nmnoQium 2 0 %iz 

10 ftiz, LPS JS-4 6 ttMft 0*1**4 50mg/kg *H*T t>*rft * & 

fS«fc0J 2 

15 h d f >(0. 05 rag/kg, i. m. )> O h '< ;U t' * - ;U Na(25 

mg/kg, i. v. )CT£: ft JMfc'< > ? o ^ t» A (0. 2mg/kg, 

r;u* (1 5 Hi) &mm®5-&iz£ *> 3 i¥<c^^ffl«,^c 0 umta, 

20 3tJtft!iM;&<3:5i L^^pgTi > K h * i/ >tt#fi9«©iMJe* 

K h * -> >£0. lmg/kg/hr cDi$S-e|#^^i®^ 
•4^ 6 tiffin l>x > K h + a •? ?*-r;U£ffcfifcLfc<, feg? I 

i* (5 SO Cits x> K h * > >&^B8J£itmi&tflJi!l(&& 1 B 03} 
ct'^vij 5mg/kg ^»IrtS4Lfc, fefiiHlg* (5 si) KfcU 

25 x> K 4 BP] & 2 4 8#Pa^Hli> jtfflRtfB?}te& 1 8 O^ICt* 

* ^ >B 2 20mg/kg£iftMrtt8:# Lfc c ( 5 si) fcWU 





WO 97/36594 



PCT/JP97/01079 



7 



tr* ^ >ht&5-iz± z>¥-i$±Mm&(Dm4t, Sterns com^.^m 
mm m. Komitz, *ti?ti. mi. mz. m 3 %.&m 4 <c^-r 0 

5 cnt>El 1 -0 4 h** « >B* 20mg/kga^.(c«J; «9 , x>Kh 

10 H«S0»J3 

fltitlfr^i Lis 1 c : I C O x ( 5 ~~ 6 i§£- N 2 8 

-3 2 g) JS*xxx;^- iOBIAL, iHlfc&ftffl Lfc„ 

t~>-h h ') 0 2* (B,Na) £ 2 0 mg/kg n&f KO^IA 

15 *i>-ru h + «> > (SEB)CD^S 2 4 ttHfliK 8MI tS & «fc O* 3 

StSr-S-Lfco SEB (3 0^g/v7^).|i, D-#5 * * > 
(4 Omg/v^x) izg^ LTttJffirttctt.« Lfco 4 B^CD 

<5 C i tc «fc ,T, B 2 Na© h + ^>-> 3 .y^(c^-#-s 
!0 K»»*.*WS£Lfc 0 *©IS*£j63 CiKLfco- 



K**tt^l*f8J (hr) 



*ffl <£JI&ig* 0.2ml) 



-24, 0. 3 



1/10 (10) 



BjNa (20rog/kg) 



-24. 0. 3 



8/10 (80) 



** P<0. 01 



25 



WO 97/36594 PCT/JP97/01079 



JElcftLT^ MmWt<D&ftm*< 1 0%iz*}L, B 2 Na©»# (20rog 
/kg)T-«. 8 0 %<h W:£tt£#*£©±#a<ISa6 blifc, :©:i*> 

3 -y ? IZMLX bffin&J&ZTjk-tZ £i)<m#>btltz 0 

•y * tc J: *?gf%$ ttSDIC ©^BfrteSBE&Ji LttfiaiT*5. DIC 

15 +i/>->a 7^C(>taT*5, 



WO 97/36594 PCT/JP97/01079 



II $ (D ii 1 
2. \£9 5 >B 2 ;^ ^75t*>, 'J >S'J*'77t'>t h U A 
T-*-5m^JM 1 IE*;© h + 3 y ? ^BfrfeStSlJo 

5 3. h 4- is >*<igft* h * «> Sif j£Jg 1 IS«c© h 4- •> > •> 

10 jBsst t-sm^xg i lets© h + •>>•> 3 7 ^ ^^^m^jo 
•> 3 -y t^&ifemm. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/01079 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 A61K31/525, -C07D475/14 

According to International Patent Classification (1PQ or to both national c lassification and IPC 
"a FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 6 A61K31/525, C07D475/14 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAS ONLINE 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP, 5-201864, A (Eisai Co., Ltd.), 
August 10, 1993 (10. J08 . 93) 
& EP, 679398, A 

JP, 1-146819, A (Sand AG.), 

June 8, 1989 (08. 06. 89) 

& EP, 319463, A & US, 4956381, A 



1-7 



1-7 



□ 

Further documents are listed in the continuation of Box C. Q 



See patent family annex. 



Special categories of cited documents: 

documeot defining the general state of the an which is not considered 
lo be of particular relevance 

earlier documeot but published on or after the international filing date 
document which may throw doubts on priority cUimfs) or which Is 

t&r^z^sr*** *** of aooiher or 

•O - document referring to an oral disclosure, use, exhibition or other 



"P" document published prior to the international filing dale but later than 
-toe priority date claimed 



T later document published after the international filing date or priori tv 
date end not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

**V" document of particular relevance; the claimed iovention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art w«uio.uoo 

M &" document member of the same patent family 



Date of the actual completion of the international search 
May 27, 1997 (27. 05. 97) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 
Form PCT/ISA/210 (second sheet) (July 1992) 



Date of mailing of the international search report 

June 10, 1997 (10. 06. 97) 



Authorized officer 



Telephone No. 




Begjggiag' jmmmmm^ pct/jp9 7/o 1079 

a. ftwcom-tz#m<D&m. m&ft&ftm (ipo > ~ ~~~~ ~~~~ ~ 

Int. CI' A6IK 3 1 /5 2 5, C07D475/14 



SS¥ff oA:g/Jx|Sg« (HCtfefteMH (IPC) ) 

Int. CI' A6 1K3 1 /5 2 5, C 0 7 D 4 7 5 / 1 4 



CAS ONLINE 





c. mm-t- 










A 
A 


JP5-201864. A (i— yVfksS^rtt) ~ 

10. 8 1 9 9 3 ( 1 0. 0 8. 9 3) 
&EP679398, A 

JP1-146819, A (-»>•> K« T9f-3.>¥-&)\,is+7 h) 
8. 6fl. 1 9 8 9 (0 8. 0 6. 8 9) 
&EP319463. A&US4956381, A 


1 - 7 
1 - 7 






rLJ fef S£5S^^ tt- °«^ rxj SSKS^SSoIiSSSEKS'*" 

II L < "JgR 8 *****^*^*^!*^* r Y j WWW©*«xk**o.c. 3tt£ft*ftoi fit 
r P j SBgflbBIBBJjT". ^o«5felt ©±?ScDaw £ * * fclg r &J *\ h<D 


SBRieiEr&^TLfcB 

2 7. 0 5. 9 7 


sesastt&o&aiB 

10. 06. 97 


B*S##/r (ISA/JP) 
■WSS^ 1 0 0 


#am«^ (««©*> ska) 

«SS#^- 03-3581-110 


4 C 9 2 7 1 
3 4 5 4 



**PCT/ I SA/2 1 0 (m2<-i?) ( 1 9 9 2^7^) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



